PATENT 

ATTORNEY DOCKET NO. 00786/351005 



Certificate of Mailing 

Date of Deposit April 27, 2001 Label Number: EL509046873US 



I hereby certify under 37 C.F.R. §1.10 that this correspondence is being deposited with the United States Postal Service as "Express Mail 
Post Office to Addressee*' with sufficient postage on the date indicated above and is addressed to BOX PATENT APPLICATION, 



^TENTAPPLK 

Assistant Commissioner for Patents, Washington, D.C. 20231. ^ /If/ 

*nce S 



Guv Beardslev 



Printed name of person mailing correspondence ^ Signature of person mailingtrorrespondence 




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Applicant: Gary Ruvkun et al. Art Unit: Not Yet Assigned 

Serial No. : Not Yet Assigned Examiner: Not Yet Assigned 

Filed: April 27, 2001 Customer No.: 21559 

Title: THERAPEUTIC AND DIAGNOSTIC TOOLS FOR IMPAIRED 

GLUCOSE TOLERANCE CONDITIONS 

Assistant Commissioner For Patents 
Washington, DC 20231 

INFORMATION DISCLOSURE STATEMENT 

Applicant submits the references listed on the attached form PTO-1449. 

Submission of this statement is not a representation that a search has been made, 

nor is information included in this statement an admission that the information is material 

to patentability. 

Under 35 U.S.C. § 120, this application relies on the earlier filing date of 
application serial number 08/857,076, filed on August 3, 2000, which is a continued 
prosecution application of application serial number 08/857,076, filed on May 15, 1997. 
The following references were submitted to and/or cited by the Office in the prior 
application and, therefore, are not provided in this application: 



Arpagaus, "Vertebrate insulin induces diapause termination in Pieris 
brassicae pupae," Rota's Arch. Dev. Biol, 196:527-530 (1987). 

Baker et al., "A novel mesoderm inducer, Madr2, functions in the activin 
signal transduction pathway," Genes and Development, 10:1880-1889 
(1996). 

Bargmann et al., "Control of Larval Development by Chemosensory 
Neurons in Caenorhabditis elegans," Science, 251:1243-1246 (1991). 

Brown-Borg et al., "Dwarf mice and the ageing process," Nature, 384:33 

(1996) . 

Bruning et al., "Development of a Novel Polygenic Model of NIDDM in 
Mice Heterozygous for IR andIRS-1 Null Alleles," Cell, 88:561-572 

(1997) . 

Coleman, "Obesity Genes: Beneficial Effects in Heterozygous Mice," 
Science, 203:663-665 (1979). 

Dorman et al., "The age-l and daf-2 Genes Function in a Common Pathway 
to Control the Lifespan of Caenorhabditis elegans," Genetics, 141:1399- 
1406(1995). 

Ebina et al., "The Human Insulin Receptor cDNA: The Structural Basis for 
Hormone-Activated Transmembrane Signalling," Cell, 40:747-758 (1985). 

Estevez et al., "The daf-4 gene encodes a bone morphogenetic protein 
receptor controlling C. elegans dauer larva development," Nature, 365:644- 
649 (1993). 




/ 



Ewbank et al., "Structural and Functional Conservation of the 
Caenorhabditis elegans Timing Gene Science, 275:980-983 (1997). 

Fernandez et al, "The Drosophila insulin receptor homolog: a gene 
essential for embryonic development encodes two receptor isoforms with 
different signaling potential," EMBO J., 14:3373-3384 (1995). 

Georgi et al., "daf-l, a C. elegans Gene Controlling Dauer Larva 
Development, Encodes a Novel Receptor Protein Kinase," Cell, 61:635-645 
(1990). 

Golden et al., "The Caenorhabditis elegans Dauer Larva: Developmental 
Effects of Pheromone, Food, and Temperature," Developmental Biology, 
102:368-378(1984). 

Golden et al, U A pheromone-induced developmental switch in 
Caenorhabditis elegans: Temperature-sensitive mutants reveal a wild-type 
temperature-dependent process," Proc. Natl. Proc. Acad. Sci. U.S.A., 
81:819-823 (1984). 

Gottlieb et al, "daf-2, daf-16 and daf-23: Genetically Interacting Genes 
Controlling Dauer Formation in Caenorhabditis elegans" Genetics, 
137:107-120(1994). 

Graff et al., "Xenopus Mad Proteins Transduce Distinct Subsets of Signals 
for the TGFp Superfamily," Cell, 85:479-487 (1996). 

Green et al., "Responses of Embryonic Xenopus Cells to Activin and FGF 
Are Separated by Multiple Dose Thresholds and Correspond to Distinct 
Axes of the Mesoderm," Cell, 71:731-739 (1992). 

Hahn et al., "DPC4, A Candidate Tumor Suppressor Gene at Human 
Chromosome 18q21.1 " Science, 271:350-353 (1996). 



-3- 



Hemmings, "Akt Signaling: Linking Membrane Events to Life and Death 
Decisions " Science, 275:628-630 (1997). 

Hetru et al., "Isolation and structural characterization of an insulin-related 
molecule, a predominant neuropeptide from locusta migratoria," Eur. J. 
Biochern., 201:495-499 (1991). 

Hoodless et al., "MADR1, a MAD-Related Protein That Functions in BMP2 
Signaling Pathways," Cell, 85:489-500 (1996). 

Hotamisligil et al., "Adipose Expression of Tumor Necrosis Factor-a: Direct 
Role in Obesity-Linked Insulin Resistance," Science, 259:87-91 (1993). 

Hubbard et al., "Crystal structure of the tyrosine kinase domain of the 
human insulin receptor" Nature, 372:746-754 (1994). 

Jonas et al., "Regulation by insulin of a unique neuronal Ca 2+ pool and of 
neuropeptide secretion," Nature, 385:343-346 (1997). 

Kahn et al., "Genetics of Non-Insulin-Dependent (Type-II) Diabetes 
Mellitus ? "^n/iw. Rev. Med., 47:509-531 (1996). 

Kawakami et al., "Molecular Cloning of the Bombyx mori 
Prothoracicotropic Hormone," Science, 247:1333-1335 (1990). 

Kenyon et al, "A C. elegans mutant that lives twice as long as wild type," 
Nature, 366:461-464 (1993). 

Kim et al., "Detection of mutations in the insulin receptor gene in patients 
with insulin resistance by analysis of single-stranded conformational 
polymorphisms," Diabetologia, 35:261-266 (1992). 



-4- 



Kimble, "Alterations in Cell Lineage following Laser Ablation of Cells in 
the Somatic Gonad of Caenorhabditis elegans" Developmental Biology, 
87:286-300(1981). 

Klass, "A Method for the Isolation of Longevity Mutants in the Nematode 
Caenorhabditis elegans and Initial Results," Mechanisms of Ageing and 
Dev., 22:279-286 (1983). 

Krause, "Transcription and Translation/' Chapter 20, Methods Cell BioL, 
Academic Press, San Diego, CA, 48:483-512 (1995). 

Lagna et al., "Partnership between DPC4 and SMAD proteins in TGF-P 
signalling pathways," Nature, 383:832-836 (1996). 

Larsen et al., "Genes that Regulate Both Development and Longevity in 
Caenorhabditis elegans" Genetics, 139:1567-1583 (1995). 

Liu et al., "A human Mad protein acting as a BMP-regulated transcriptional 
activator," Nature, 381:620-623 (1996). 

Lonnqvist et al., "Overexpression of the obese (ob) gene in adipose tissue of 
human obese subjects," Ata. Med. 1:950-953 (1995). 

Macias-Silva et al, "MADR2 Is a Substrate of the TGFp Receptor and Its 
Phosphorylation Is Required for Nuclear Accumulation and Signaling," 
Cell, 87:1215-1224(1996). 

Malone et al., "A Screen for Nonconditional Dauer-Constitutive Mutations 
in Caenorhabditis elegans, 9 ' Genetics, 136:879-886, (1994). 

Mathews et al., "Regulation of insulin-like growth factor I gene expression 
by growth hormone," Proc. Natl Acad. Sci. U.S.A., 83:9343-9347 (1986). 



-5- 



Mello et al., "Efficient gene transfer in C elegans: extrachromosomal 
maintenance and integration of transforming sequences," Embo </., 10:3959- 
3970(1991). 

Morris et al., "A phosphatidylinositol-3-OH kinase family member 
regulating longevity and diapause in Caenorhabditis elegans" Nature, 
382:536-539(1996). 

Nagasawa et al., "Amino-Terminal Amino Acid Sequence of the Silkworm 
Prothoracicotropic Hormone: Homology with Insulin," Science, 266:1344- 
1345 (1984). 

Ogg et al., "The Fork head transcription factor DAF-16 transduces insulin- 
like metabolic and longevity signals in C. elegans" Nature, 389:994-999 
(1997). 

O'Riordan et al., "Intermediary Metabolism in the Dauer Larva of the 
Nematode Caenorhabditis Elegans-VL. The Glyoxylate Cycle and Fatty- Acid 
Oxidation," Comp. Biochem. & Physiol, 95B: 125-130 (1990). 

O'Riordan et al., "Intermediary Metabolism in the Dauer Larva of the 
Nematode Caenorhabditis Elegans A. Glycolysis, Gluconeogenesis, 
Oxidative Phosphorylation and the Tricarboxylic Acid Cycle," Comp. 
Biochem. & Physiol, 92B:233-238 (1989). 

Popham et al., "Aspects of the fine structure of the dauer larva of the 
nematode Caenorhabditis elegans" Can. J. Zool, 57:794-800 (1979). 

Reinhardt et al., "Selective Coexpression of Insulin Receptor-related 
Receptor (IRR) and TRK in NGF-Sensitive Neurons," J. Neuroscl, 
14:4674-4683 (1994), 

Ren et al., "Control of C. elegans Larval Development by Neuronal 
Expression of a TGF-p Homolog," Science, 274:1389-1391 (1996). 



-6- 



Riddle et al., "Interacting genes in nematode dauer larva formation " 
Atawre, 290:668-671 (1981). 

Riddle, D. et al., "Genetic and Environmental Regulation of Dauer Larva 
Development," C. elegans II, pp. 739-768 (1997). 

Roovers et al., "Characterization of a putative molluscan insulin-related 
peptide receptor," Gene, 162:181-188 (1995). 

Savage et al., "Caenorhabditis elegans genes sma-2, sma-3, and sma-4 
define a conserved family of transforming growth factor B pathway 
components," PNAS, 93:790-794 (1996). 

Schackwitz et al., "Chemosensory Neurons Function in Parallel to Mediate 
a Pheromone Response in C. elegans," Neuron, 17:719-728 (1996). 

Shier et al., "Primary Structure of a Putative Receptor for a Ligand of the 
Insulin Family,"/. Biol. Chem., 264:14605-14608 (1989). 

Songyang et al., "SH2 Domains Recognize Specific Phosphopeptide 
Sequences," Cell, 12:161-11% (1993). 

Swanson et al., "Critical Periods in the Development of the Caenorhabditis 
elegans Dauer Larva," Developmental Biology, 84:27-40 (1981). 

Taylor, "Lilly Lecture: Molecular Mechanisms of Insulin Resistance " 
Diabetes, 41:1473-1490 (1992). 

Thomas et al., "Evidence for Parallel Processing of Sensory Information 
Controlling Dauer Formation in Caenorhabditis elegans," Genetics 
134:1105-1117(1993). 



-7- 



Ullrich et al., "Human insulin receptor and its relationship to the tyrosine 
kinase family of oncogenes," Nature, 313:756-761 (1985). 

Ullrich et al., "Insulin-like growth factor I receptor primary structure: 
comparison with insulin receptor suggests structural determinants that 
define functional specificity/' EMBO J., 5:2503-2512 (1986). 

Vowels et al., "Genetic Analysis of Chemosensory Control of Dauer 
Formation in Caenorhabditis elegans" Genetics, 130:105-123 (1992). 

Wadsworth et al., "Developmental Regulation of Energy Metabolism in 
Caenorhabditis elegans" Develop. Biol,, 132:167-173 (1989). 

White et al, "The Insulin Signaling System,' V. Biol. Chem., 269:1-4 
(1994). 



Wrana et al., "MAD-related proteins in TGF-|3 signalling," Trends Genet., 
12:493-496(1996). 

Yoshimasa et al, "Effects of Amino Acid Replacements within the 
Tetrabasic Cleavage Site on the Processing of the Human Insulin Receptor 
Precursor Expressed in Chinese Hamster Ovary Cells," J. Biol. Chem., 
265:17230-17237(1990). 

Zhang et al., "Receptor-associated Mad homologues synergize as effectors 
of the TGF-p response; 9 Nature, 383:168-172 (1996). 

5,196,333 03/23/93 

Galili et al., "Fusion of a fork head domain gene to PAX3 in the Solid 
Tumour Alveolar Rhabdomyosarcoma," Nat Genet 5:230-235 (1993). 



-8- 



Kimura et al., "daf-2, an Insulin Receptor-Like Gene That Regulates 
Longevity and Diapause in Caenorhabditis elegans" Science 277:942-946 
(1997). 

Lin et al., "daf-16: An HNF-3/Forkhead Family Member That Can Function 
to Double the Life-Span of Caenorhabditis elegans" Science 278:1319- 
1322(1997). 

McCombie et al., "Caenorhabditis elegans Expressed Sequence Tags 
Identify Gene Families and Potential Disease Gene Homologues," Nature 
Genetics 1:124-131 (1992). 

Murakami et al., "A Genetic Pathway Conferring Life Extension and 
Resistance to UV Stress in Caenorhabditis elegans" Genetics 143:1207- 
1218(1996). 

Waterston et ah, "A Survey of Expressed Genes in Caenorhabditis 
elegans," Nature Genetics 1:114-123 (1992). 

Zwaal et ah, "Target-Selected Gene Inactivation in Caenorhabditis elegans 
by Using a Frozen Transposon Insertion Mutant Bank," Proc. Natl Acad. 
Sci. USA 90:7431-7435 (1993). 

Gil et al., "Regulation of the Insulin-Like Developmental Pathway of 
Caenorhabditis Elegans by a Homolog of the PTEN Tumor Suppressor 
Gene," Proc. Natl Acad Sci. USA 96:2925-2930 (1999). 



-9- 



If there are any other charges, or any credits, please apply them to Deposit 
Account No. 03-2095. 



Date: Ap*\\ Zee?) 

¥&re/h. Elbing, Ph.fiP 
R&{. No. 35,238 

Clark & Elbing LLP 
176 Federal Street 
Boston, MA 02110 
Telephone: 617-428-0200 
Facsimile: 617-428-7045 

\\Ntserver\documents\00786\351 xxx\00786.351005 IDS.wpd 




21559 

PATENT .TRAOEMARK OFFICE 



-10- 



